In cardiovascular disease, the left ventricle (LV) demonstrates a plasticity response called remodeling.
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-related signaling pathways were markedly activated in a PO model but mildly upregulated or unchanged in a VO model, even when the degree of cardiac hypertrophy was similar between the two groups.
In this issue of the journal, Kim et al. 6) compared the gene expression profiles, diastolic function, exercise capacity, and cardiac fibrosis burden in the hypertrophied myocardium of rats subjected to PO and VO. Moreover, they set up a new animal model of combined PO and VO by suprarenal aortic constriction followed by surgical creation of mitral regurgitation with a 2-week interval. The authors found that a rat model with isolated diastolic dysfunction derived from PO demonstrated consistent results of enhanced fibrosis on gene and pathologic analyses, suggesting that the predominant mechanism was cardiac fibrosis, and that cardiac fibrosis caused diastolic dysfunction and impaired exercise capacity. This characteristic of a PO model was distinct from that of a VO model, which showed better exercise capacity, less cardiac fibrosis, and a different genetic pathway of enriched inflammatory response. Therefore, prudent consideration should be given when mechanistic studies are performed, depending on whether PO or VO occurs in the specific cardiovascular disease targeted. These findings also imply that different pharmaceutical interventions are required for LV hypertrophy depending on the contribution of PO or VO.
One of the interesting findings of their study was that a combined PO and VO model showed better exercise capacity and less cardiac fibrosis compared to a simple PO model. The authors explained this phenomenon as a switch-on for the gene according to activation time. They concluded that timely intervention of switch-on for the genes toward favorable directions would attenuate LV fibrosis and prevent diastolic dysfunction that developed under PO. This theory might play an important role in future mechanistic studies and pharmacological interventions to attenuate the hazardous impact of PO on the LV myocardium. Further mechanistic and pharmacological studies are required to investigate stimulus-specific diversity in the signaling pathways and develop novel intervention methods to alter adverse pathways by changing overloading conditions. Above all, experiments with animal models would be the first step to increasing our understanding of the pathologic mechanisms in LV hypertrophy and to developing a novel theory to overcome and prevent adverse LV remodeling in an overloaded heart.
